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Procedure Resul t Units Ref erence I nterval

F8 COWP Speci nen Wol e Bl ood

Hermophilia A (F8) InterpretationPositiveflil

Result Footnote

f1: Henophilia A (F8) Interpretation
F8 sequenci ng was perforned.
Sequenci ng: Negative for pathogenic variants, therefore, F8 deletion/duplication testing was perforned.
Del etion/Duplication Analysis: Positive for a pathogenic variant.

| NDI CATI ON FOR TESTI NG
Confirm di agnosi s

RESULT

One pat hogeni ¢ deletion was detected in the F8 gene.
PATHOGENI C VARI ANT

Gene: F8 (NM_000132. 3)

Nucl ei ¢ Aci d Change: Del etion of exon 1; Hem zygous
I nheritance: X-1inked

| NTERPRETATI ON

One pat hogenic variant, a deletion of exon 1, was identified in the F8 gene by Miltiplex

Li gati on-dependent Probe Anplification (M.PA) analysis. This nolecular result is consistent with a

di agnosi s of henophilia A. All of this individual's future female offspring, and none of the future male
of fspring, wll

inherit the variant. Since this deletion includes the first exon of the F8 gene, and the breakpoints of
the deletion cannot be determined by this assay, the deletion may extend upstream of the F8 gene. No
addi ti onal pathogenic variants were detected by inversion testing or massively parallel sequencing.

Pl ease refer to the background infornation included in this report for the clinical sensitivity and
limtations of this test. Evidence for variant classification: The F8 exon 1 deletion is reported in the
literature in nmultiple individuals affected with severe henophilia A (see link to Factor VIII gene

dat abase and a simlar variant is reported in CinVar (Variation ID: 10095). Based on avail abl e
information, this variant is considered to be pathogenic.

RECOMVENDATI ONS

Thi s individual should be followed at a henophilia treatnment center. Genetic consultation is indicated,
includi ng a discussion of nmedical screening and managenment. At-risk famly nenbers should be offered
testing for the identified variant (Deletion/Duplication Analysis by M.PA, ARUP test code 3003144).

COMMVENTS
Li kel y beni gn and benign variants are not reported. Variants in the follow ng region(s) may not be
detected by NGS with sufficient confidence in this sanple due to technical limtations; reportable

variants are confirnmed by Sanger sequenci ng: NONE
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Result Footnote
fl: Henophilia A (F8) Interpretation

This result has been reviewed and approved by I
Test Information
il: Henmophilia A (F8) Interpretation
BACKGROUND | NFORMATI ON: Henophilia A (F8) 2 Inversions with
Refl ex to Sequencing and Reflex to
Del eti on/ Dupli cation

CHARACTERI STICS: Hermpphilia Ais characterized by deficiency of factor VIIl clotting
activity. Less than 1 percent factor VIII activity results in severe deficiency
associ ated with spontaneous joint or deep nuscle bl eeding. Mderate deficiency (1-5
percent activity) and mld deficiency (6-40 percent activity) are associated with
prol onged bl eeding after tooth extractions, surgery, or injuries, and recurrent or
del ayed wound healing. Fenale carriers of hempphilia A nmay have increased bl eedi ng
t endenci es.

EPI DEM OLOGY: 1 in 5,000 live male births worl dwi de
CAUSE: Pat hogenic F8 germine variants

| NHERI TANCE: X-1inked recessive. In the estimted 30 percent of cases that appear to
be de novo, the nother is found to be a carrier at |east 80 percent of the tine.
PENETRANCE: 100 percent in nales. Approximtely 30 percent of female carriers have
factor VIIIl activity levels of |less than 40 percent and are at risk for bleeding
synptons typically consistent with nmild hermophilia A

CLI Nl CAL SENSI TIVITY: 98 percent

GENE TESTED: F8 (NM_000132.4)

METHODOLOGY: F8 intron 22-A and intron 1 inversions detected by inverse PCR and

el ectrophoresis. Capture of all coding exons and exon-intron junctions of the F8
gene, followed by massively parallel sequencing. Sanger sequencing perforned as
necessary to fill in regions of |ow coverage and confirmreported variants.

Mul tiplex |igation-dependent probe anplification (M.PA) of the F8 gene.
ANALYTI CAL SENSI TI VI TY/ SPECI FI CI TY: The anal ytical sensitivity and specificity for

i nversion analysis and MLPA is 99 percent. The analytical sensitivity of sequencing
is approxinmately 99 percent for single nucleotide variants (SNVs) and greater than
93 percent for insertions/duplications/deletions from 1-10 base pairs in size.
Variants greater than 10 base pairs may be detected, but the analytical sensitivity
may be reduced.

LI M TATI ONS: A negative result does not exclude a diagnosis of or carrier status for
henophilia A This test only detects variants within the coding regi ons and

i ntron-exon boundaries of the F8 gene. Variants in regions that are not included in
the preferred transcript are not detected. Regulatory region variants and deep
intronic variants, other than the type 1 or type 2 intron 22-A and intron 1

inversions, will not be identified. Rare F8 intron 22-A and intron 1 inversions with
di fferent breakpoints may not be detected by this assay. Breakpoints for |arge
del etions/duplications will not be determ ned. Single exon deletion/duplications may

not be detected based on the breakpoints of the rearrangenent.
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Patient Age/Sex: 71lyears Male

| nf or mat i on

il:

Henophilia A (F8) Interpretation

Del eti ons/duplications/insertions of any size may not be detected by massively
paral | el sequencing. Diagnostic errors can occur due to rare sequence variations. In
sone cases, variants may not be identified due to technical linmtations in the
presence of pseudogenes, repetitive, or honpol ogous regions. This assay nmay not
detect lowlevel npsaic or somatic variants associated with disease. Interpretation
of this test result nay be inpacted if this patient has had an all ogeneic stem cel
transpl antati on. Noncodi ng transcripts were not anal yzed.

This test was devel oped and its performance characteristics determ ned by ARUP
Laboratories. It has not been cleared or approved by the US Food and Drug

Admi nistration. This test was performed in a CLIA-certified |aboratory and is

i ntended for clinical purposes.

Counsel ing and inforned consent are recomended for genetic testing. Consent forns
are avail abl e onli ne.
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